
! 
1 

s 

! 



J/8 



TAZflROT£NE 




Sheet 1 of 8 Docket 17377 (RET) 

SN: 09/640,852 Inventors: A. Nehrne, et al. 
Title: Treatment of tumors with acetylenes disubstituted 
a phenyl or neteroaromatic group and. a... 
Attorney: Brent A Johnson, Reg. 51,851 
Applicant: Allergan, Inc. 



—~ THEORETICAL COMBINATION CURVE 
CALCULATED TOR ADDITIVITY 



EXPERIMENTAL COMBINAT/ON CURl/E' 
7AZAROTENE ■+ ITN-a JOOU/ml 



CONCENTRATION OO *M) 




TAZAROTENE 
•■-THEORETICAL COMBINATION CURVE 
CALCULATED TOR ADDITll/ITY 



EXPERIMENTAL COMBINATION CURVE: 
TAZAROTENE + iFN-a. J00 U/ml 



-ft -// -SO -9 -8 -7 -6 
CONCENTRATION (JO *M) 



I 

1 

1 



Sheet 2 of 8 Docket 1 7377 (RET) 

SN: 09/640,852 Inventors: A. Nehme, et al. 

Title: Treatment of tumors with acetylenes disubstituted 

a phenyl or neteroaromatic group and a... 

Attorney: Brent A. Johnson, Reg. 51,851 

Applicant: Allergan, Inc. 



J 20^ 



/0O 



TAZdROTENE 

theoretical combination curve-, 
calculated for addit/yitv 



EXPERIMENTAL COMB/NATION CURVE- 
TAZAROTENE+ IFN-b 10 a/ml 





-TG-. 3. 



-/0 -9 S -7 
CONCENTRA TION (J0*M) 



-6, 



TA1AR0TENE 





J20 






i 


JOO 






1 


SO 










S 


60 








40 








20 








0 



-/? -H 



■- TNEOREflCAL COMBINATION CURVE : 
CALCULATED FOR ADD/TIVIT/ 
EXPERIMENTAL COMBINATION CURVE • 
TAZ/QROTENE + IFN-b S00 a/ml 




-JO -2 -8 -7 
CONCENTRATION (?0 X M) 



3/8 



Sheet 3 of 8 Docket 1 7377 (RET) 

SN: 09/640,852 Inventors: A. Nehme, et al. 

Title: Treatment of tumors with acetylenes disubstituted 

a phenyl or neteroaromatic group and a... 

Attorney: Brent A. Johnson, Reg. 51,851 

Applicant: Allergan, Inc. 



-TAZAROTENE 

- THEORETICAL COMBINATION CURVE* 
CALCULATED FOR ADD/TIVITV 



EXPERIMENTAL COMBINATION CURVE: 
TAZAROTENE + IfM-g SOO U/ml 




r 

-/? -J/ -fO -9 -8 -7 -6 
CONCENTRATION (fO* M) 



-5 



— ♦— TAZAROTENE 

THEORETICAL COMBINATION CURVE- 
CALCULATED EOR ADDITIV/TY 




Sheet 4 of 8 Docket 1 7377 (RET) 

q /Q SN: 09/640,852 Inventors: A. Nehme, et al. 

' Title: Treatment of tumors with acetylenes disubstituted 

a phenyl or neteroaromatic group and a... 
Attorney: Brent A. Johnson, Reg. 51,851 
Applicant: Allergan, Inc. 

/frt-a 

THEORETICAL COMB MAT/ON CURVE i 
CALCULATED FOR ADDITIV/TY 
EXPERIMENTAL COMBINATION CURVE- 
I FN -a + TAZARTENE JOnM 




200 400 600 800 

CONCENTRATION (JO* M) 



1000 











1 


soo 






1 


80 








s 


60 








40 








20 




0 



i 



■+-IFN-CL 



THEORETICAL COMBINATION CURVE- 
CALCULATED FOR ADDITIVITV 



■EXPERIMENTAL COMBINATION CURVE'- 
/EN -a + TAZAROTENE JO nM 



O 200 400 600 800 

_p^ rc ^ g CONCENTRATION f/0*M) 



JOOO 



Sheet 5 of 8 Docket 1 7377 (RET) 

qN 09/640 852 Inventors: A. Nehme, et al 

?Se ■ Treatment of tumors with acetylenes disubst.tuted 

a phenyl or neteroaromatic group and a... 

Attorney: Brent A. Johnson, Reg. 51,851 

Applicant: Allergan, Inc. 



£/8 



JZO-i 



>-/EN-b 

^-THEORETICAL COMB/NAT/ON CURVE i 
CALCULATED ROR ADD/T/VITV 



-EXPERIMENTAL COMB/NAT/ON CURVE- 
IfN-b + TAZAROTENE JO nM 





0 



ZOO 400 600 800 

CONCENTRATION (10* M) 



/OOO 



JZ0-\ 



1 
1 
1 

^ eo 



y-/EN-b 

»- - TAEORE T/CAL COMB/NAT/ON CURVE : 
CALCULATED FOR AD/?/T/V/Ty 
EXPERIMENTAL COMB/NAT/ON CURVE • 
/ENS + TAZAROTENE JO nM 
I . * 





>^ 10. 



ZOO 400 &OO 800 
COHCENTR AT/ON {JO*M) 



/OOO 



Sheet 6 of 8 Docket 1 7377 (RET) 

SN: 09/640,852 Inventors: A. Nehme, et al. 

Title: Treatment of tumors with acetylenes disubstituted 

a phenyl or neteroaromatic group and a... 

Attorney: Brent A. Johnson, Reg. 51,851 

Applicant: Allergan, Inc. 



s 

I 
1 

I 

as 



yoo<V 



60- 



40 



?0 




6/& 



-/RN-g 

- THEORETICAL C0M3IN AT/ON CURVE- 

CALCULATED FOR ADD/WIT/ 
-EXPERIMENTAL COMBINATION CURVE • 
IFN-g -/• TAIAROTENE JO /iM 





■so-. J J. 



fOO 400 600 800 
CONCENTRATION /JO *M) 



/OOO 



J40-, 



yfo 



JOO 



1 

I 

s 

to 



40 



IFN-g 

THEORETICAL COMBINATION CURVE- 
CALCULATED FOR AODIT/VITY 



EXPERIMENTAL COM 3/ NAT/ON CURVE-' 
f-a -f- 




O 200 



400 600 
CONCENTRATION fro* M) 



BOO 



J000 



Sheet 7 of 8 Docket 17377 (RET) 

Sn 09/640 852 Inventors: A. Nehme. et al 
?|?ie Treatment of tumors with acetylenes d.subst.tuted 
a phenyl or neteroaromatic group and a 
Attorney: Brent A. Johnson. Reg. 51.851 
Applicant: Allergan, Inc. 



1 

s 

1 



100 



7/£ 

TAZAROTENE 



- -■- - 7ME0RE TICAL COMBINATION CURVE- 

CALCULATED EOR ADDIT1VITY 
—^-EXPERIMENTAL COMBINAT/ON CURVE ' 
TAZAROTENE + /EN -a. 100 U/ml 




-12 -Jl 



r 

-10 -9 -8 -7 
CONCENTRATION (10* M) 



120 
100\ 



-1Z -11 




-•— TAZAROTENE 

-•--THEORETICAL COMBINATION CURVE: 
CALCULATED TOR ADD IT! VI TV 
EXPERIMENTAL COMBINATION CURVE • 
TAZAROTENE -h /EN-b 100 U/tnl 




1 1 1 r- 

-10 -9 -8 -7 
CONCENTRATION (JO* M) 



-6 



— I 

-5 



Sheet 8 of 8 Docket 17377 (RET) 

SN 09/640,852 Inventor: A. Nehme, et al 

Title Treatment of tumors with acetylenes d.substrtuted 

a phenyl or heteroaromatic group and a 

Attorney. Brent A. Johnson, Reg. 51,851 

Applicant: Allergan, Inc. 



*/6 



5: 



1 



yoo 




-+-ITN- ALPHA 

■ - TttEORET/CAL COMBINAT/ON CURVE: 
CALCULATED EOR ADDITIVITV 

-^EXPERIMENTAL COMBINATION CURVE ■ 
/TAl-a + TAZAROTENE 50 nM 



■i 



-F*JG: 15. 



200 400 too soo 
CONCENTRA TION fro * M) 



/ooo 



I 



1 



J 00- 

so 

60 
40 
Z0 



-lEN-b 

-THEORETICAL COMBINATION CURVE- 
CALCULATED FOR ADDITIVITV 

-EXPERIMENTAL COMBINATION CURVE 
I FN-b + TAZGROTENE 50 nM 



200 400 600 

CONCENTRATION (?0 * M) 



800 



JOOO 



